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(57) Abstract 

Medicinal compositions with improved 
absorption via digestive mucosae wberein a 
drug (in particular, a basic drug) which is 
hardly absorbed via digestive mucosae, when 
orally administered, is blended with a 
substance having an effect of inhibiting the 
formation of a hardly absorbable complex 
formed by the drug with bile acid or an effect 
of dissociating the complex; and a method for 
improving the digestive absorption of a drug. 
Spray-dried medicinal compositions 
containing an aminoalkyl methacrylate 
copolymer E and being handled convenientiy, 
vs^iich are prepared by dissolving the above 
polymer and a surfactant in a solvent followed 
by spray-drying; and a process for producing 
these compositions. 
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s) -1 -7-tz 5 hV;u-3-tfnu v^;U) :d-^v] y^-Jl^l -3- ( 
-Z-i-ZP'f-Jl') Zfai^:t>M. (2R) -2- [4- [ ( (3R 
) - 1 -T-tr h'T 5 K'T^U-S-eP 'J v-^U) :7i-;u] - 3- (7 

-7Z-:y>f -Z-i-y^Jl^) -Ifuif^^m. 2- [4- [ (1 -T-t H-T 5 K-T 
;U-2-tfP U ^ h^i^] 7x:::;U] -3- iS-TZi^y ^l/V [b 

] ^X>-2->f;U) :^Pe:j->K. ( + ) -2- [4- [ ( (2S) -1-7 
•tr h-< 5 hV;U-2-eP U v-;U) hdF*>] •PJL-)V'] -3 - (5-75 V 

/'Ov* [b] ^x>-2->r;u) 2 - [4- c (i-7'42h'r 

= K-r;U-4- t°'<'>l v^U) ^^v-] 37x:::;u] -3- C7-75vy-2--^ 
:75^;u) :^pe;*->M. ( + ) -2- [4- [ (1 -tm h'T 5 hV;u-4-t° 
^'Ji^^u) :j-^v] :?x=.;u] -3- (7-7 5vy-2--^:7^;u) yu}d-t 

N- [4- [ (1 -T-b H< 5 K-<;U-4-e^'JS?;U) •t'^i^l — 

;u] -N- [ (7-T5i?y-2--^^5^;u) -?<^;u] -n ' -^5^;ux;u7t 

5 h\ x^^^u N- [4- c (1 -T-b h'T 5 K'r;u-4-f^gi?;u) 

] T^xju^u] -N- [ (7 -7 5 vy -2 -:J-:7^;u) p^^^^u] x;u:7T^'r;u 

] 4- [ [N-4- [ Cl-T-trK-rs K-T ;U- 4 - 'J v;U 

) :7x::i;u] -N- [ (7-T5 vy-2--f :7^;u) ^^;u3 ;^>U7 

T=E'<j\yl ^Bmm. N- [4- [ (1 -T-b h-< 5 hV;u-4-e^'Ji^;u) 
:7x:^;u] -N- [ (7-7Si;/-2-■^:75^;u) ^^;u] x;u:7t 
^'T^UK^. x^;u N- [N- [4- [ (1 -7-lr H-r 5 K'l';b-4- t°Kij 
v;u) ;i-+v] 37x^;u] -n- [ ( 7 -7 5 - 2 -:J-37^;u) x 
;u:7T^'r-'u] -^7"*'; n- [n- [4- [ (1 -7-b h^rs K*-r>b-4 
-t°^'jv;u) 7x:^;u] -N- [ ii -7s.'jy -2--f-y^)i) y- 

x;u;7t^-<;u] -n-x h4^*>*;u7K-;u^'J n- [n- [4- 
[ ( 1 -7-b h'T 5 K'i';u-4-t°'<'ji?;u) 37xii;u] -n- [ (7 

-7 5i^y-2-:^:75^;u) x;u7T^-r;u] ^'Jv:^, n- [4- ( 

4-7-b h'l' 5 K-<;U'^^-9-t KP- 1 H - 1 , 4-v7-lf tf>-1 — T-ZU) 
x^;U] -N- C (7-75 vy-2-:h7^;U) ^ ^;U] 7-lr h75 h\ X^ 
;U N- [4- (4-7H2 h'T 5 K-r;U^^-9-t KP- 1 H- 1 , 4-v7-lft° 



(19) 



WO O 0/4 3 0 4 1 



h. x5^;u n- [n- [4- (4-T-b K^T 5 K<;u 

-^^^-tl-t KP-1 H-1 , 4-vT-tfe>-1 -'T-ZU) 7x:^;U] -N- [ (7 
N_ [4_ (4-T-tr h'T 5 hV^U'^^-y-t KP-1 H-1 , 4-i?7'Hf tf>- 

1- >r;u) 7x:^;u] -N- [ (7-7£v/-2-:^:7^;^) y^;u] ^p:^ 

[N- [6 - (4-7-^ K>r 5 hV^W'^^-y-t: KP- 1 H- 1 , 4-v 

T4fe>-i --<;u) - 3-t°'j v;u] -N- [ {1 -TZ'J'y -2.--i-y=F)\^ 
) ;^;u:7r^'r-'U] fFM. [n- [4- (4-T-tr h-r s ^u^^ip-it 

t Kp-1 h-1 , 4-v74fe>-1 — r^U) :7x:^>U] -N- [ (7-TS 

i?y -2— ;^;u:7r^<^u] WM, Cn- [4- (4-7'-fe 

h-f S KOU'^^'tJ-t Kp- 1 H- 1 , 4-vJ7-lftf >- 1 -'T^U) 7xn;u] 

_N- [ (7-75 vy-2-:^3?^;U) X<7->>T5 KK, 

N_ [4_ (4-T-tr h-r S K>r;U^^1^-t KP- 1 H- 1 , 4-i?T-tft°>- 

-3-t°'Jv;u] -N- [ (7-T5 vy-2--:t-:75^^u) pf^-zu] 
^p^^_ x^;u N- [4- (4-7-tr K-r 5 K-T^U'^^-y-t Kp- l H 
-1 , 4-vT-tfe>-1 -'f^U) -3-tr'Ji?;U3 -N- C (7-T5i?y- 

2- :f:75^;u) y ^;u] N- [4- (4-T-t: h'T 5 K>r 

Kp - 1 H - 1 , 4-v7Hre>- 1 --f^U) yji-Jl^l -N- [ (7- 
T = v?y -2-:J-7^-»u) ^t;u] ^;i-T5 Ki^K. [n- [4- (4-T-tr h 
S K'T-'U'^^^-tl-t KP-1 H - 1 , 4-vT-tf t°>- 1 -^;U) -3-bf' j V 
;^] _N- [ (7-T5vy-2-:^:75^;U) X^i>>T5 KM. N- 

[4_ [ (1 _7-fe h'f 5 K-l'->U-4-tf^U v^U) -PJ^-Jl^l -N- 

(7-T5i?/ -2-:^3' K'T^U) ^'J 3- [N- [4- [ (1 -T-lr h 

^= )l,-/^-^f^^J'J)l,) Pj-^i/] -N- (7-T5i?^-2- 

i-y h-(}l^) TSy ] T^P t°:l->^. 4- [N- [4- [ (1 -T-b K>r 5 K-r 
4_ tf-<'J v>U) :?x->'U] -N- (7-TS v>'- 2—^:7 h-f 

;u) T£/] i&M. x^;u 3- [N- [4- [ (1 -T-tr h-< 5 K'r;^-4- 
e^'Ji?;u) yji-Jl'l -N- (7-T5 -2--^^ K-r^U) TS 
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y ] ZfO \i:i-:ir— X^;U 4- [N- [4- [ (1 -7-tr h'T 5 hV^U-A 
-e^'Jv;U) :t^v] T'x^^U] -N- (7-T5 vy-2-:^37 h'T^U) T 

sy ] i - [ (e) -3 - (3-*;u/^5 5 K<;u:7x^>i/) t'J 

;U] -6- { [1- (1 — rsy X5^;i/) _ 4 _ fcf ^ 'J i^^u] ;i-dri/} - 1 H - 
2, 1, 3-K>V^7'i?Ti?>-4 (3H) 2, 2 - i?:^-^^^/ h\ 1 

- [ (E) -3- (3-*;U/<5 5 hV;U7x:=:;U) ^ ^^UT U -/H -6- { [ 
1 - (1 5/x5^;U) -4-e^'Ji?;U] ^+v} -1 H-2, 1, 3-'< 
>l/^7'vTv>-4 (3H) 2, 2-V7t-^vh\ 1- [ (7 -tlJl^ 

/<5 5 K-r>'u-2-:^7'?^;^) -6- { [i - (i ->f zy jl^ji^) - 

4_|f^i;c;;i,] ;j-:^p.>} _TH-2, 1, 3 i^T 4 (3H 
) 2, 2-v;ih^i/h\ 3- [(E) -3- (6- {[1- (l-'fS 

yx5^;U) -4-e^'Ji?;U] -2-^:^V-1, 4-i?tKP-2H 

-3, 1 -K^v^z^-d^-tfi;^-! ;u) :^P7^- 1 -x>-i — <;u] /<>Hf 
>:^;U7t<^v-r 5^*5 Ks 1- { C (3-:^];u/^5 5 K'r;U37x-;u) ^i;!^/"?^ 

;u] ^ - 6 - { [ 1 - (1 — r s / x5^;u) - 4 - 'j v^u] 
} -1H-2, 1, 3-^>y^Ti?Ti^>-4 (3H) 2, 2-i^;j- 

;Ui>h — T>4^:^7^>>'>. /•?V::^Uv>. xX^7^Uv>. LH-RH ( 
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. v<7P7.7K'J>. V7h^i^>. -b'j7U^>. h-ANP (th 

ii>M1±:M-'J t7Afijm^^^ K) . ACTH CimJ^K^iJ^'i-wi'^ » . MSH 

CCK-8 (a L/>>X hdr->-8) . PTH (ifl? Jt^ltTt^^U^ » . CQRP 

x>K-tr'j>. hGH (t hiie57t^^u^» . *f=-r p^'^>. >r>^— 
b -r ^;h. CD jte^3^<5^# x<*^<D^<ei^* =t * tL ^ o 

9 3/0 5 7 7 1 b'V h#fii) Jit^lfT&^^'f ^tL-Sc 
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A (N a HCO3) . mMi-\-'J'^J^ (N a 2 CO 3) . i^iti-h^J'^A (N a 
CI). mUi- h U 't? A C N a 2 S O 4 ) . 'J >mi- h'J'^A (Na3P04) 
s U >U 1 7Km 2-)-h*J0M. (Na2HP04) . TK^-fb^ hU'l^A (NaOH 

) . h 'J (CeHs-cooNa) . h 'J 't7A. mm 

i-h^J'^A (CH 3 COON a) tjii£(omm^tzitmmO-t h 'J '^Am. ^-fk* 

u't7A (KOI) . MM^'j't'A (K2CO3) tj:t'o>mm^tzitmm<r>±^j'^ 

AiS. ^fcl*^<b'J^'t7A (L i C I ) ^i:t*a)'Jf^'!7A^a|^ 1 fiffi<D^S-r5^> 
^#*LT3&:i)5S«l*fcl*«^«l^. 5SMT>^-'l7A (NH4NO3) . 7JU^ 

tt^J (^JiJ^li. tK'; V-'U^— h 8 O) . ^<7Prf— ^uhU^'U-b^-T K^'i?';^ 
mxXx;U (^J^li. mp°p« : <f;U*>7'TM4 4/1 4^ ^-^j^^^^y ^ ^/^p 

5 0/13. iS^Tt^-b^) ^) ^ii<mif^ti^o »*L<f*. 7 5yT;udF;u^ 
^h'J't^A. 'J 7X*2:M-'J't?A. MM-:M-'J'^A. MM^U't'A. ^1b 

^h';'^7A. h ';0A. ^'(b';^'t7A. ?iM7>^-'i7A. ^^b;bu 

't^A. ^MTj^mi-h^JOAs -^x^^^M-'J-^A. i^^:M-U't;A. h 'J 

'^AT?fc'5o ^Fe)(C»SL<(*, TS/T^U^^Uy 'J U— h=l7K'J-7— E 

. tK U vyu^— h 8 0 , 7K^'^b:^ h 'J U h 'J A. 'J >m 1 tK^ 2 
U -t? A. mmi- h 'J -t? A. U -l? A. i^iti- K >; '!? A. S,iL#K:^ h 'J 

'^A. m-ibu^-^A. iNmr^^-'t^AT'fey. i y i^^L<(i7 5 ^T^u^^u 
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^tzitmmLx^mt^t. :^^BMommmmmmt. m^tmimt<Dm^i\s. 

-r^:ittJ<X'^ho tjils. *^BB<D ffttl»ilXl4«^<*J tits ^j#1ft«^<*^J^ 
. :*:^0j(DT s ^ t;u^;u> ^ T -^7 ij U- h 3 tK'Jv- Eli. >^'T'i7U;uM^ 

3i"-f K'^^'V h^MElOO (RAoThm GmbHtt) (D^fpifi 

7XIC}§^SLfc7K-;tiStl(D;W«f <!:*^^lf ^^^-So l^^-lb-T ^:^.^<!: 

U>7K^®-(bf7v;fi (HCO-6 0) . vgittBiB^^xXx^U^) . 'f^i-^l* 
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1 ^i:uL 1 5 0% (SS) T-fc-So Tsyy^ 'j;up<^T':7 u u-hu/K'J^- 



(25) 



WO O 0/4 3 0 4 1 



LO. 1 T^cCtNLQ 9 9S»$|5-efcy, J? ^ L < I* 1 '5:t^ L 9 9 MSaS. ^i^>l::» 
9 9 9ANb9 9 9 : 1 "Cfcy. »^ L < I* 1 : 9 9 An t> 9 9 : 1 T'fc-5>o ^Ot 

i3 7tx°'j^-Efcj:i;MSi4^ji m»aji^*fLo. i ^plnl9 9 gmsai-efcy 

•C'^i)o jbNAN'g.^m.tL-ci*. (:*:iilllMf^RlTi!i. -Vv httS 

i^Lmi^^i^mn^^^o tats. 2^f|0^(cfctN-C!|#lC»*LlNT5^T^'J;U>^ 

7K^?iI'(bf7i>;-4 (HCO-6 0) , 3 ^i8gfi^Mx7.5^;u^) . 
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^ L^ I* 2 ^Xi^ L -C ffi l^ ^ C i: t ^ i> o 

: ^j-'T K^^f-y hTML. RAoThm Gm b Htt) . > ^ T<7 'J ;USI^ 5=-;U 
tjt^7<7 'J;UK(D2 : 1 (D^tM'&i* ■ K^^'V ^TMs. RAo 

▼ hm GmbHtt) . 'J ^UKx^^Ut > ^ 7"^ U ^UMO) 1 : ^ (D^M^i^ 
(^q°qiS : ^'T K^^^:^ H-TMld-S 5. RAoThm GmbHtt)s tK 

M-fe;UP-X. i/x^-y^ll) T-mmu-C^C^SIf^k fcSLN(itfrlB3t3ia!|^3$*TS£ 

Bj<D^mfflJiajiei^3(::iaji^^k ^m.m. ^-^n. r&;R»J. 3Siiiik»J. ^tjtsj, 

. SI^^^WO 9 4/0 6 4 1 4-^/^>7 . SSMSfeffiM^J m^lt 
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SBSJ-ib^wo 9 5/2 8 96 3#/^>:7 U')/ h#M) . mHWLiUMtb^i^lt/^ 

;UXttaiMS^IJ m^lt. Sl^^i^WW0 9 3/0 5 7 7 1 ^r/Oyiy^:^ 
. 05Kl^S»J (^JiJxl*. 0-5 1 1 9 5 7-^^^#Rg) . 

M mfiit. #ig¥5-i 32 4 1 6-^^ii#M) m<DmMizm-tzt^x^^^ 

8 9 6 3-%^^lc|B«^;Kfc$SM«taiMi^<k irtj:t>-^. :^fg0J(7)^PiRilX3S[«g 

is^i%~99. 9%-efcy. »*L<i±5%~9 9. 9%r*fey. ^ibi-*?^ 

L<I*10%~99. 9%-efe^o ^fc. C(Dt^ffil^e>*t-S=^SIM(::«t:y?§P 

-r-ss^^^^Mit LTii. ^ii^m^mznmtixm^=t<DX'hiMt^i:^umttj: 
H5. saiTxmmt^-m^^^^^X'h^o t^t^^m'^'^-^MtLxit. m^it 
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, . ^ > tj. i<m\i lb ti^o ctLbi*> -a*fc(*-aiji-hMii-& 
il^«^fi<I(ci^F#*tl'S.!|^3g-e^&ttli!|flc*lJlSliJ5:L^3!)^ m^itr^p *jj\^m:i^^ 

(Tji^a-^-f* (^°pJS : ^'T K^^*y I-TMrs, RAoThm GmbHl±). 

pt5^;H2;up-x (mp°B« : TC-5. -tl^g^b^) . t Kp#v:^p e;nr;up 
(^p°p« : HPC. b;*:^-^) . 7K'jx^b>:t^-9--(' 7K'je-;uep 

-^-j? p=f— ;U4 0 0. <7x>M h Ux5^;u. tKUV^u^— hso. fri/jft 

fqig : :t-r K^^-y KTMl. RAoThm GmbHtt)> :f- O iVWi^ 

^}vii^^70 'jj\^m<D2 : 1 (D^m-^w (ma* = Jt-^r k^^-v ktms. r 

AoThm GmbHtt). T<7 U ^U^X^^^Ui: > ^ 7<7 <J ^U^O) 1 = 1 0^fi 
•^-(^ (^p'^.iS ::t^K7^*yh'''MLD-55, RAoThm GmbHtt). 

t Kp^v3^p t:>»i.> ^;u-tr;i/P— x:?^ u— h. t Kp^v::^p e;u;>t^;Hz 
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irHti^lZpm\tfSil^f3<. 31^ 1 6 O y . »^ L < li 3 4 O %T-fc 

SB«^^F;^^fc:^Jil^«i:yM5S^F^^fc. N- [4- [ ( 1 -T-fe h>r S ;u- 4 - 

[^g^^l ] Ib-a-I^SA 9 Omg^My, 7X1 O Om I |Cj#^L. '(b-^i^A O 
. 9mg/ml7K5i^ (JJiT, Aj§jSi:lllS-r) ^^ffco Mlz'y 'J Jl^^fki- h *J 
f^AS 2 5mg^7Xl 0 Om I l-?#<gL. ^ U ^Uit^-^" h U -t? A 3 . 25mg 
/ml7K^;lS (i-UT. B-;§j^.!:lilS-r) ^^§feo #a^»D^J 6 5 m g ^:/® 

— ICTJI^ (-(b^tlA : 7'^y-'UM:M-'J't7A=1 : 2=EJ\^it) L. ^FJtttii^ 
m<0^^i3<6rrxs/m I 1 J: 5 iCgSS Lfc^0^ffiL>fc (-(b-^ifelA : Birh^ 
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[^SE^I ] yt-f K^^^i/ KTMe 1 O O (RAoThm Gmb Htt) 1 O g 
^^^y_;H 9 0 glCjtfilL. 1 N^Kl 0 0 gfcJcUl N TKM^k:^ h U t? A 

7X5^5^5 0 g^*Q^. PSHttjtLtco -(b^ifelAO. 5mg tfIIHi!imi£JSp°pl . 
Smg^ia^L. O. 5m I OM^Kl^J^^ LT. Wi s t a r JkM^^ ^ K ( 







jfiitem'^igib^M^ 

(At g/m 1 ) 1 




1 1 . 0±9. 8 


1 2. 3± 1 . 8 




3 3. 6±2. 4 
(3 0 5. 5 


2 2 . 2 ± 7 . 5 
(1 8 0.5*') 




•r*>»lR5!l#S (%) 



J^^^-y KI~iSPS-^fc<fci;Ji5S^S# (^b^!t^A<t LT2. 5mg/kg) L. 
3 0^^(DJfil*^JS^;l'I^L. '(b^!^A^^:^Lfc7X5#jiS^S-^UfcJ4ggiF«i:it 



(32) 



WO O 0/4 3 0 4 1 



g4 (i. iPimmcDMm^^mtw^mzKi-r^^mmmoiiiLm'p^^itw^m. 

h-ofzo *f=. 3j--f K^^-:/ hTMEfeJ:i;Twe e n 8 O (tK 'J V-'U'^— H 8 





^iHS-^W^ (%) 








10 0 


10 0 
(124*') 


'fb-^#lA + :^^ K^:^:^ f®E (1:1) 


17 0 


17 1 


^t;'^#lA + ::r-^ K^=¥s^ h®E (1 : 3) 


3 0 3 


14 1 


i\:^S^A + :t^ h*y^^y h*E (l : 5) 


1 5 5*2 


12 6 


it'^mA + :t4 K^=¥s/ h*E (1 : 10) 


2 0 6*2 


4 12 


it^^A + :t4 h^y^t^ h^'E (1 : 2 0) 


2 8 3 *2 


4 14 


H:.^!^A + :t-( h'v^-y h®E+Tween80 
(1:5:1) 


2 4 2 *2 


6 11 


{b-^i^A+^-r h'y^y h*E+Tween80 
(1:3: 0.5) 


2 7 8 


7 9 0 


fb-^^A+TweenSO (1 : 2.5) 


2 5 4 


3 0 6 


*i : mmu^iznn^isnM'p^mmf&Sio^moi 




(%) 



*2 : n=2, MHll*n=3 

immm 2 ] mmm 1 x^mtzmmnms, 3 0 g ic-ib^ii^!! a 1 0 g ^ i» 

[SlJt'dl] 3 ] K^^-:/ KTMeiOO (RAoVhm Gmb Htt) 1 O g 

^^^/— yH 9 0 glC>§^Lf=o SIJICI N^^l 0 O slZit-^mA 2 g ^jg 

^t>lCTween80 2 g ^SO;^. Ift^^^Ji L. ia^^4if=o 
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[HJfe^JS] K^^-> hTME 1 0 O 500g. TweenSO 50g 

$x^y-;u3 0 0 Osizmmi^tzo y -)l^mmz^ n^Mi 2 so g$ 

[HJg^je] |IS£<?ij5-C^#P)Ht=t»^1 2 8mglc?Li|S2 O Omg^APX.?L»l~ 
T;g^^. ;i-'r;U::^UXlCT*TSSE2 5 O k g/«^ICTrr^L, itg 9 mm(7)fil 

[|im^7] ^l£^5r-#t>tlfct»5|5 1 2 8mg|C'(b'&!|$3A 1 Omg. 
zlP— 7.2 O Omg^Jn^T/:!'^^. Jl^Zf ly7.lZXn^E.Z 5 0k g/W^ 

i/:^p e;ni;up— X (4 -. i ) ox^y— ;u/7K?#?iK (6 4 : 26 (m»gP) 

□ t°;U-t;UP — X<D7K?g5i^^=l— 5^><7*Lfc<t C56. OmgOmfiiiiDT'feo 
f-o :i(DmM\Z7t^ K^^'> hTMLZ-Si^U^y-J^X^^KUX^^U (6:3: 

1) a>x^y-;u/7K?#J« (i 7 : i (fiiSP) ) ^a-5^>^*Lf=i: c^. 2 
6 m g a)M*i^An-C fe -3 o 

[|IJ£i5!l8 3 K^^':y KTMe 1 O O 500g, TweenSO 50g 

^x^y — ;i/3 O 0 0 glc?tMLy=o :$:x^iy— ;Ujg;*gElci NJfi^e 2 5 gfcj: 
N7KM'(t:J- H 'J 't7A3 1 2. Sg^Anx. PiS$feitL. t»5^^^#fco 
[Ilife<5lj9] IIS£#j8-e#t>;Kf=«»^1 2 4mg(C'(b-&!|^A 1 Omg. 

ZLP-X2 o omg^AP^r;!-^^. ;u:^ux(zrfrilff 2 5 O k g/*^(c 

T*TSIL. Um9mm(Dmm^mz. *^^JIw;i->r K^^'V hTME/t KP^ 
v^fp t°;Hr;up-x (24:1) (Dx^ y — ;u/7X?§?« (6 4 : 2 6 (MSfflJ 

) ) ^3— 5^>-^'Lt=t d^, 3 2mg<7)fiMl§*D-efeof=o C4x(CtKP^*> 
:fP t°;Hz;UP— X(7>7K^j^^=»— ^>^*l-^-<t-^ 1 1. Omg(DfiM±iAQ-C' 
fcofcc C(D^»Jlc;i--< h*^^«y KTML/^;U'?/<:7X>^h'Jx^;u (6 : 
3:1) (Dx^y-;i//7Kj§;^ (17:1 CmmU) ) ^^-^^-J^'Ufct C5 
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s 2 6mga)MSliJ]nT?&ot=o 

immm 3 ] it-^I^A 1 O m g ^ g >mmmm (50mMKH2PO4^50m 
MH3P04T'pH3. SfT^} iCjg^L^c (?r*M^J) o 2 0 B#Fb1$6:^ Lf= 
St14t*-'i7*;U:^ (n = 6) |cy>-x^fflL^T^P?S#Lyto iS-^^s O. 2 5. 
0. 5. 0. 7 5. 1. 2. 3. 4fccfci;6B#BgiC|trK!JS«^Mcfc yjfiij^^^iSL 

Mm^^^mmm^^Mm'p^&mmTmm (auo fcj:i;s:*citoi!3i4'M (c 

max) ^S:i±!Lfcc SI«S^J7 0!)Jia^!|«!l^*?j2 0B#rHlffe:^Lf=Sltte-<5f 

fcSttttf— J^^U:^ (n=6) lZ7k3 0ml <t t 4, iCjjgPSJ^ Lfco 2 4 

3^)^bi^Il^*;s^S3^T®a (auo fcj:i;sxif[isi*M ccmax) ^nm 





AUC 
(n g • h/m 1 ) 


Cm a X 

(n g/m 1 ) 




3 6. 8 ±2 0. 6 


2 2. 2± 7. 8 


mmmi 


6 2. 7 ±6 3. 7 
(1 8 4'^) 


8. 8 ± 9. 6 
(4 0*^) 




7 0. 4 ± 5 8. 7 
(1 9 1'^) 


7. 9 ± 7. 9 

(3 6*^) 



*i : ttmmizMt^f&ifsLxsicmm (%) (¥i^fit±s.D. ) 
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[||g|^4] (4- 1 ) X^y— O 0 O glC^'T K^^^V KTMe 50 0 
TweenSO 5 0 g ^AQ^^±I::>§P Lfc, Z 0)^^^ L - B Mmmtt 

mm. (>^jiiiiMf^RfrS) ^mi^x. mmnmL^^^mtzo (4-2) x^y- 

JU3 O 0 0 g(C:;i--< I-TMe 500 gs TweenSO 5 0 g ^JP 

X.^±lc5#<SLfco N^ma 1 2. 5 g^AP^rit^^Lfr^. L- 

ammmnmm (,:^i\mmi^mm) ^mi^x. mmnmLmMt:mtzo (4-3 

) X^y— ;U3 000 sM^ K^^^V K^Me 500gsTween80 

5 0 g$*a^^±icj#MLfco zojfj^iri Nm^e 2 5 g^JjnK.-cjt4«^Ly=^ 

. 1 N7XM'(b-t hU'^7A3 1 2. 5 g ^^DxTiilfLtco C (7>?t;lS ^ L - S Ml« 

iximmmm) ^mi^r. mm^mL'^^^mtzo (4-4) x^ 

y—ji,30 0 0 e\Zylr-< i^'y'^^y h'^^B 500g. TweenSO 50g 
^m7Lm±lzmMLtzo CKDJ^JISI^I N^MI 2 50g*ijn^Tltl«^Lfc^. L 

melt. my5is^ismhi^tzmmnmB^a>^^t:^^-t=b<DX'^^o 





4-1 


4-2 


4-3 


4-4 




500 


500 


500 


500 


TweenSO 


50 


50 


50 


50 




3000 


3000 


3000 


3000 


1 Nii®? 




312.5 


625 


1250 


1 NTi^mit-r hv^j^ 






312.5 
















^0 









^c. Lx-mm(Dm'^wmf^mm^nt:^^Lxtji^mmHm^^i3m 



(36) 



WO 00/43041 



3^2 0^^$6:feLfcSt14t*-'J7*^U^ (Ml 0-1 3. 5kg (n = 6) ) 1-1 
tiZf-izJl^^yi(.3 0m\ tt=bmU^^Lfzo O. 5. O. 7 5. 1, 1 

. 5. 2. 3. 4. 6^^if8mriiizt{!&mmm^^)skm^n^L. Mf^^^m. 

i^;^)^bi^a^*^ftSffliliT®i» (AUG) tS^lSM.XMm.fp^& (Cmax) ^M- 
^) (c^^L. 3iiti2 0^^$fe:feLfcSt14t*-<f;w:^(ci *::f'tr;i'^7X3 om I t 

t=fc|::JSPS-^Lfrc fS-^^. O. 2 5. 0. 5. O. 7 5. 1 . 1 . 5. 2. 
CiS^XSCma x^ntHLtzo S^m^TlBCO^ 7 Ic^-fc 

[HSfe-^Jl 1 ] -fb^l^A 1 Omg^l Om I O^SIU (O. 123 

M'j>^l 7K*2:^- K'J't7Afc«feU^0. 1 6 3MU>il2 7X^l h 'J -t^A ; p 

H6. 5) izmmLfzo m2 o^mm^Ltzt&^ii-cfj\^x «*ai o~i 3. 
5kg (n = 6) ) izmmwi'T. mom^riy^^mi^xit-^^A 1. omg/ 

k g^iaMO-;§^S/"S^^PS-^Lfcc iS-^^, O. 2 5. O. 5. O. 7 5. 1 

. 2. 3. 4. 6is^xS8mm\zm\&mmmj^^jibi}0.t:mJSLL. Mm^^^it^ 

/lJt^i^3i55Ei*<7 p-7 h<f^-p^—lzJ:i')m^Ltzo 4ie)^ycJfam*;*S*i^A^ 
t>AUCfcJ:i;Cma x ^^tii Lfco SiS^^TlH^S 7 l-^-^o 
[HJfi^Jl 2] it-^^A 1 Omglc. MSJfCS Of§S<DSJ.II^:^ h'J't^A 
^IB-^L. 1 O m l(7>l|5S U ( 0 . 1 2 3 M 'J >Ml 7X^2:^- h 'J -t? 

Afc«fci;0. 1 6 3M'J>M2 7K*1 ^ h'J'^7A : p H 6. 5)ICj§ML-C.* 
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AUC 


C m a X 




( n g • h/m 1 ) 


(n g/m 1 ) 




7 0. 8 ± 5 4. 2 


2 6. 3± 1 7.2 


mmm i o 


1 3 4. 1 ±6 3. 8* 


63.0±25.9" 




(1 8 9. 4*') 


(2 3 9. 5") 


1 


1 41.0±1 3 4.0 


8 6. 4±9 0. 9 




(1 9 9.2'') 


(3 2 8.5*') 


mmmi 2 


289.2±119.6" 


1 2 0. 1 ± 6 1 . 5 




(4 0 8.5*') 


(4 5 6. 7 ") 


* : p<0. 05 -^Wl 




(¥l^flS±S.D.) 



** : p<0.01 -eWM^fcy 

(.mmts^i^mm) nut. ±iHJi^^2. mmm^ o. mmm^ 1 ti^xsmm 

y^tzlt^mS.lzm^LX. ^tifzM^t:yri-t:^tt)<7ri^tstitzo 

lit^m 3 ] it-k^A 1 O m g ^ 1 0ml CD^tStTKfCJSM Ltzo ^20 
^LtcWi s t a rmSttt^*:/ hamm «*mi 80~200g (n = 3) ) IZ 

mmmT. momviyT^'^mi^xit'^mA 2. smg/k gffi^»<z)>#^?gi^ 
f^cik^Ltzo o. 5fc<i:i;i B# relic gitiaiiJ:yifii/is^^®iL. 
^mtw^&^-mmmw<7 p ^ h ^ ^ -i^ j: y jS'i^ l tzo 

CHJIiMl 3] '(k'&^A 1 OmglC. mMtbT:*2. 5<§M(DTwe e n 8 O^ 
IB^L. 1 Om I (Dlil$7Kl-}#fSUT, it^ms tmmO>yjmzXW \ star 

m^L. Mm^^mti^m^ (cq. sh. ct h) h<f'yy 
^-{zjzijm^Ltzo 

imMM-l 4] -Ib-^i^A 1 Omglc. mmitX2. 5 <^S(D^*;Uv7 ^ M 4 4 
/I 4^1H^L. 1 Om \ omWi^lzmMLX. itgt^ 3 <i: f^l^<D:^^irrw i 
s t a r ?^Sttt^-V hlcljgP^S-^Lfco S-^^. 0. 5*5 J: 1/1 ^FB^lC^tlfllR J: 
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^L. 10ml <DmwK\zmMLx. itmms tmncD^s'^izrw i s t a r m 
imt&m 1 6 3 it-^mA i o m g ic. msj±-c z o mmomit-)- h^joj^^m 

^ L. 10ml <DS|*iSf7klC?#« LT. lt^«lJ 3 i: I^^O^JS ICTW i s t a r ^ 

[USte^Ji 7] -(b^ii^A 1 Omgic, mMhk-C'3<gi(D05M-M- U 't7ASt;i 
7f&a©^m7X*-^ h'J'^A^iB-&Ls 1 Om 1 (7)ffi^7Kl3-;t^ LT. J±^i5lJ3 
<!:|fl5»0D:^y*£l^-CW i s t a rmtt14^'> hfCigPS4-Lfce O. 5fc 

y^:7^'-(zJ:y;liJ^Lfco 

«8ii, ±iBj±^^j3. mmm^ stju^Lmmmi 

[as] 





C 0.5h 

(n g/m 1 ) 


(n g/m 1 ) 




1 1 . 0±9. 8 


1 2. 3±1 2. 3 


mmm-i 3 


2 8. 2±2. 8 
(2 5 6. 4*') 


2 2. 2± 7. 5 
(1 8 0.5") 


m^mm 1 4 


1 9.7 + 2.1 
(17 9.1*') 


1 4. 1 ± 4. 9 
(1 14.6*') 


ii»]i 5 


2 4. 5±2. 6 
(2 2 2. 7 ") 


1 8. 0±2. 1 
(1 4 6.3*') 


HtS^J 1 6 


2 5. 1 ± 6. 8 
(2 2 8.2*') 


2 3 . 1 ± 1 6. 9 
(1 8 7.8*') 


HWJl 7 


1 7. 5± 1 5. 5 
(1 5 9. 1 •') - 


1 3. 6±2. 8 
(1 1 0. 6 *') 



*1 : ifc^^lcS*-r-i»"»JR3fe#S (%) (¥J^fiI±S.D. ) 
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iU^lj^) mMi£;b<3i5tj8mg/m 1 ,h ^f-i) cfc 5 13 'J (O. 123 

M N a 2 H PO4S5,fcl^0. 163M Na2HP04:pH6. 5 ) IZ-lk-^ 
fj>rBl/:ifQLfco 2fel:i:i©J«^^'i>^Ji 2 50 0 r pm, 1 O^) Ltz^ 

HSP 33 J: U^fli/'t I:: J: RTJt-lb ^ ^"T ffiJ^ffi t) ^fiE * ^ * o S Hi rl- 1*« 

tzo -3^13. ^b^!|^Aifli;tMi:05:i^mtt1*-&<*fcJ;l/^W?#141t'&<*^^^PS 
L. hlcl|fe:^TaP«#-r'&-i:lzd:y. fe1S^<*(D>B1b^3tel^A^ 

t,<DiRi|Rtt^fFffliiLfctgll. 7K5tJiSS#<!:lt^L, ^«^<*(DA U Cl±ft|2 0% 
-e fc o fc C i: A^ t» . RTittt^t-^i^fc J: t/^l^ l^-rtt©1g^<*-C o "T =t 
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Int, a' AfilK 45/06. A61K 47/02. 47/32, 47/34. A61K 9/30 
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E? 413299 A (Herein Corp. ) 20 Feburary 1991 (91. 02. 20) 
L JP 3-74396 A 

WO 96/16940 A (Yamanouchi Kiannaceutical Co. , Ltd ) 
6 June 1996 (06. 06. 96) & EP 798295 A & US 5869501 A 

JP 4-327529 A (»:«3Kp^pX|K*fe^^%i:) 17 11^ 1992 (17.11.92) 



1,5-7 
2-4.12.14 

1-7.12.14 



0 c«oiK$t::'fe^^*5^4*$HTV^6c 



r&j f^'->^<7^> hy T ^v—x^ 



14. 04. GO 



25.04.00 



B:!mm^ff (I sA/jp) 

DO-8 9 1 5 
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13S#^ 03-3581-1101 
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mmmmt-^ pct/jp 00/00251 



A 

A 



WO 94/30983 A (Hisamitsu Pharmaceutical Co-» Inc.) 26 May 19 
94 (26.05.94) &??? 

WO 98/05310 A (Hisamitsu Pharmaceutical Co. , Inc, ) 

12 February 1998 (12.02.98) & JP 10-152431 A & EP 919228 A 

JP 2-268178 A (S Mt^nm^^iti 1 11-^ 1990 (01.1L90) 
JP 6-256193 A (M:^mmm^^:^^ 13 9-^ 1994 (13.09.94) 



JP 11-1S9E31 A (S?— S?ISi*#*t) ^3 7,^ 1^99 (13.07.99) 



1-10.12.14 
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^PCT/ISA/2 10 m2^—i^frmi) <1 998^7^) 
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mmmm^ pct/jp 00/002 si 



1. □ mjKAi5(&s^r^ii5aiBB£^^*i-^*r^"c^KF^ii*wufc<D-c. ;Loaisgs5S^^«, -r^xiDms^m^n^ 



4. n mJiSAi*ie^ll'^-C^iwS^^J>^^^Wrai^lc:*Wt«:**ofc<^ c«>Sj!l!WaiE«ftM. IJI*0«SHoS«IKi?Ba 



«^FCT/I SA/'2 16 (a) ) (1 9 9 8^7.^) 
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7P> h^— i^Ofil* 

(8l)ttSS EP(AT, BE. CH, CY, 

DE. DK, ES, Fl, FR, GB, GR, IE, I 
T, LU, MC, NL. PT, SE). OA(BF, BJ 
, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), AP(GH, GM, K 
E, LS, MW, SD, SL, S Z, TZ, U G, ZW 
), UA(AM, AZ, BY, KG, KZ, MD, RU, 
TJ, TM), AE, AL, AM, AT, AU, AZ, 
BA, BB, BG, BR, BY, CA, CH, CN, C 
R, CU, CZ, DE, DK, DM, EE, ES. Fl 
, GB, GO, GE, GH, GM, H R, HU, ID, 
I L, IN, IS, J P, KE, KCa, r^P, KR, K 
Z, LC, LK, LR, LS. LT, LU, LV, MA 
, MD, MG, MK, MN, MW, MX, NO, NZ, 
PL, PT, RO, RU, SD, SE, S G, SI, S 
K, SL, TJ, TM, TR. TT, TZ, UA, UG 
, US, UZ, VN, YU, ZA. ZW 

(72)«iB# mm S1« 
art 

aw 

art 

sirames*is*fti8o aji.rt»ai»^# 
art 

(a) c(7>^ai*. mmmmm (wi po) (zj:yHi8^]^BB**tfc^/^ffi^sicf^ 

S&SI*. 8 4«fe01 Omili (^fflSf^*S4 8*<7>1 3^2^) IC 



